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ABRTRACT 
:EithN 3 mg of 1,2-' H-eortisoJ (20 JlC) or 5 rug of 1,2-'H-testostcrone (20 JlC) was injected 
mtrnmu,culady into young ndull male rat~. 1. 4 nnd 7 days ttfter skin wounds wer created 
by intmdermu.J croton oil injection. Thirty minutes and 4 hour~ after injection of each 
lub~l ed St<>roid , radioactivi ty was measured in wound tissue. in l~rue adjacent to the 
wound, in a contralnternl control site and in plasma. The radioacti1·iry obtained from the 
tis<ues i.• cxpres:ied in 3 wa~·s: (1) as radio:lcti,·it_\· ext ract~d from fresh ti sue; ( 2) as 
radioaeti 1•it:r ctL!culated for dr:r fat-free ri ··-ue: (3) a~ rad ioacti1·it1· calculated for ·'t issue 
w'ner". The rclAUY<' amo unt 'or radioacliYity in wound. adj acent ·kin and comrol skin 
fn'quenrl~- varied with lhP mnnner of datu expression . There was " diffcren<'e between t h 
di~trihut i on of radioa.cti1·ity from cortisol and testosterone in control and adjacent skin. No 
di~tinct diffPrenres with wound age were observed in the di5lribution of either cortisol or 
t!',tostcronP bPtween croton oil lesion . tissue adjacen t lo tbe 1•ound and control sk in . 
"T i>sue water" rudioacti,·itie8 indica• ed that non of 3 tis:;ur~ iuYe.,tigat<•d <·oncentrated 
rorrisol and / or i ts mPtahol i tc~. How!'I'P.r. ' 'tissu water'' rndioacti,·ities of control and 
:ulj:ln.:.nt ~kin of ra t5' gi'H'n lesto:neronfl were s.imilar to or :rreulpr thnn pla.sma "ti.:;ue water" 
rudioadi\·itiPF. 
Adn·r,;e clf E'<'ts upon skin of the human a nd of 
rxperimrntal animal;: re::uh ing from prolonged 
~~-i'lemir· admi11istmtion of phr.rmacologir quan-
tjties nf rortisol. r·orli::one and relnted rom-
pounds arc well kno"·n. Yariou~ inYe:>tigntors 
haYr rrport l'cl that <·oni~ol and ;oimi lar ~reroid'< 
rrdmed dermal collagen s~·!llhe~if' 11-4). H eal-
ing of skin wounds waF impain•d h~- adrcnoc·oni-
ca l ;oteroid:; (5. 6. ~ ). Decrea,;ed a<·rumulat ion of 
<·ollag('tl and gl~·rosnminoglycan,: were ob><'n ·ed 
in wounds or grantdat ion i:;;ur f e:qwrimcntal 
tutimal< tn·atrd with rorri;ool or rebt.ed ~tcroids 
( - 111 . Healing of inci;:imul £kin wound;; hM 
been found more :>Pmitin' to c·ortisonc during 
rurJ~- pha>es of healing (.5). 
J>harmaeologic quantities of (e.;; t oHeronc ha ,·e 
nn anaholi<' influence on tis."u~ of the rat used 
a~ >taudard iud ircs of androgenic acti,· ity 
(12-H). H o"·r,·<>s. oki n collagen :wd hexosamine 
of malP rat,; were not increa ed after 1 to 21 
dai l ~- int ramu><c tdar injr·cLion> of JO ml! testos-
terone prnpionatl' per kilogr:liil bod~- weight 
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(15 ). Conflicti lll! m;ulr~ h:11·r been reported 
('OJ1rerning the <•ll'ect of tc·i' l OSterone on "·ound 
hC'aling . Collap:Pn formation in ca rrageeni.n gran-
uloma, in tlw guinra pig was not charl!:wd b~­
te~t o:;teronP treatment ( J. Howe1·er, other 
workrn' eom·lmkd that testosterone stimulat e.s 
growth and mmur:ttion of gnmulation ti~Stw in 
nule rut~ (16). H<'<tling wounds of testostprone-
urat<"d rars had inc reased tensile strength (17 . 
1~1 bur other workPn; (7) concluded that test.os-
lerone did not arre!Pra t e normal wound h<:'aling. 
Th amount o f ror1 i~ 1 and te2toster01w and 1 
or their metaholit<'~ found in wound ti;sue must 
be known to understand their influem·t• on 
wound h~d i ng. lmponant metauolic prorcs~es 
c·oncPrned with \I'Oitlld healinl! oc·rur or b('gin in 
the tlo;;ne a round the margin of I h<.' wound. 
Thus. the quantir!· of the in.i<'rl!"d Rleroid:; and/ 
or their metabolit<'; which enter the ti•-ue adja-
cenr to the wound i~ particulnrly significant. 
Pre1·iou data from this laboratory indicated 
that nt most cut:mrous tis;oues ha1·e onl~- a 8light 
abili 11· to cone ntra tP or to ~prcifically retain 
cortisol. cortisol acetate and/ or their metabolites 
( 19). In vitro differences in the biotranofor-
mation of co rti one to cortisol by different aged 
:;kin II'Otmds of mi ce led to the suggestion "that 
biotm nsfo rmntion of rorti one in periph<"r::tl t.i -
i'UI' rna~- ~en·e to influence thl' biological A.rt i,·i ty 
of relL present during t·he ,-a rious phases of 
wound repa ir" (20) . T his paper repo rts the 
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amount of radioactivity p resent in hemorrhagic 
lesions r esulting from intradermal croton oil 
injection, tissue adjacent to the wound, rontrol 
skin and plasma 30 minutes and 4 hours after 
giving a single intramuscular injection of a phar-
macologic quru1tity of t ri tiated cortjsol or of 
t ri tiated testosterone to young adult male ra ts. 
Parallel experiments were perfo rmed to d Pter-
mine whether the distribution of radioaeti,· ity in 
the wound, ti&-uc adjacent to the wound and 
normal skin va ried with wound age. 
1\IATERIAL .-h-.;-n YETHODS 
\\'ounds were p roduced in the right abdominal 
skin of young adult male H oltzman strain r:ns 
(aYe w L 280 gm) b~- in tradermal inj ection of 0.2 
tul of 50 "; crown oil in peanut oiL Either 0.1 ml 
llqueous susperu;ion of 3 mg of 1 ,2-' H -<:ortisol (20 
~tC) or 5 mg of 1. 2-'H-lestosterone (20 ~tel was 
gi,·en IJ\' intramuscular injection to each of 12 
; ats I. <l. or 7 days a fter wounding. Blood \\·as col-
lected by cardiac puncture (heparin anti coagubnt) 
from 6 rnts wi th each age wound 30 minutes and 4 
hom; afte r steroiJ adminislrarjon. Plasma was 
<'eparatccl from each blood sample . T he an imals 
were sacrificed w·ith ether immediately fol lowing 
blood l'Oll •ction. Tue wound. a strip of skin 5 mm 
in width outside the margin of the wound (adja-
cen t skin) and an area of skin equal to Ulf' size of 
W<' wound and contralateral to the wound (con-
trol skm I wcr collected from each ani mal. 
Plasma radioacti \i tT was measured with a 
P nckar·d Tri-Carb liquid scintillation l'OUntPr b~· 
counti11<>; 0.1 ml of plasma added to 12 ml of 
toluenP-Bio-.Soh· ~olub il izer mixture [2 ml nf Bio-
~oh· HB::i-3 (B ckman I nstruments. I nc., full er-
ton. Calif.) and 10 ml of toluene containing 5 gm 
of 2.5-dipll nyloxa.zole (PPO l and 50 mg of 1 ,4-
b i ,[2- ( 5-pb r-n~· loxnzo lyl)] benzene (POPOP) per 
lirer of soh·ent]. Dry fat-free weight was dc-
tenninc-d "·ith an aliquot o f P!trh tis.'me a mple. 
Th remainder of each tissue ;;ample Oes than l 
,e:rn) wa< mi nced with sc issors and \\'eighed. Ten 
ml of neetone-etbanol (J: l ; V: V) were added to 
enr•h minced sample. T he acetone-eUtanol ex-
tracts wcr coUected after mechanica l shaking of 
I. he preparat ions fo r 1 hour and were trausf rr'E'd 
10 ~ei n!ill ntion ,-ials. The tissue samples were re-
f·x! rnded twic as described abo,·e wi th 5 ml 
,-o l ume~ of acetone-ethanol. T b cornbin<'d ex-
t r~c t s were r duced to dn·ne < at 4o•c in VfJruo. 
Rudion.cii,·iw of each re;;idue was mea•ured fol-
lowing the nrldition of 10 ml of to luene conta ining 
5 o:m of PPO and ,50 mg of POPOP per liter of 
lol ur-ne (J lroru· was allowed before counting to in-
!'tt re romp!Pte solution of the extracts). All pla~ma 
rm d t issuP prcpara tions were co rrec ted for quench-
in!! of men ured raclioacti ''i ty by means of in.-
tc rnn l co rtiso l or testosterone tandard;;. Radio-
ncli,·it~· present in papain di!!eSts of the tis'illes 
(coun ted in the same rol uene-B io~Soh· •olubilizer 
mixture HS used for measurement of plasma rad io-
nct i,·ity) demonstrated 1hat. OYer 95% of Lhe tissue 
rad ioaeLi,· it:-· following both cortisol and tcstos-
lcrone injec1ions was present in the combined ex-
t.nlrts. 
R.ES'L'l.'rS 
H em orrhage, u lccn1tion and edema were e,·i-
dent in the localized , well defined croton oil le-
sions. Tis ue d efined as adjacen t to the wound, 
a lthough edematous, was not hemorrhagic or ne-
crotic. Skin other than ad jacent to the croton oil 
lesions " ·as histologirally indistinguisha ble from 
simila r skin of rats not gi,·en croton oil. The 
tissue rudioactiYities are e.'<pressed fi rst as ra-
dioncti ,·it y e.Ytral'i.cd from fresh tissue. Edema 
of the wound and ndjaeent skin may be an im -
portan t faetor contri buting to an~- differences 
among the rndiou cti ,; ties o f t he 3 ti ssues. T issue 
rndioaeti,i tie a re therefo re a.lso e\·a luated as ra-
dioacti ,~ry calrul:t ted fo r dry fat -free tissue a.nd 
as radioacti,-i ty rakulated fo r "tissue \Yater" 
when it is assumed tha t nil isotope wa in elu-
tion in the ·'tissue watrr". " Ti-sue \mtcr" ra-
dioacti,·ities were ca lculated f rom the weight lost 
during akohol-ether C'xtraetion and d r~·ing of 
the tissues. T he 1crm "th,tt<' \\'tllr• r" therefo re 
also include;; any tissuP hpid whidl was ex-
tracted with alcohol-ether. rl a>ma "tis.:,-u c 
water" radioacti,-i t~' c::dculatimr were based on 
the as umption tha i plnsma r•ontn.ins 92'7{ " ·a ter. 
All ample radioarti"iries nrc gi,-cn as cpmj gm 
or ml sample/ 1 ,000.000 rpm injected/ 100 gm 
body " ·eight to compen;:ate fo r small diffe rcnc·es 
between experimenta l grou ps in animal wci!;ht 
a.nd amount of isotope injected . 
T he on ly significam diffcrr•n rf'~ (p < 0.05) 
be1 ween radioacti,-it - exi.raet ed f rom fresh 
\\·ound and control skin of an imal · gi \'en co rtisol 
were lower ,-alues in wounds :~0 minul , after 
isotope inject-ion into rats with 1 and 4 cby 
woun ds (T able I) . I n cont rast, fresh adjacent 
skin radioacti\i ty follo,Ying c.o rt.i,ol inject.iou 
was significantly greater (p < 0 .05) t han control 
skin radioactivity at 4 hours in animals with 1 
nnd 4 da~' wounds and at 30 m inutes in raT · 
wit h 7 d:ty wound (Table 1). Fresh adjace 
~kin radioactivity was signi fica ntly rrrea ter (p < 
0 .05) than fresh wound radioactivity at m·er 
eJ.:perimenlal period a fter cortisol administratiP 
cxeep t fo r the 4 hou rs-/ day cxperimcmal perit• 
(Table I ). 
Radio:tctiYi ty rel:-t ti onships a mong the tis,-u -
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from the rats o-inln eortisol were different when 
the data were expressed as radioacti,·ity in d ry 
f;n -frce tissue. Although radioarti ,~ty of d ry 
fat-f ree IYouncl was p:rent.er than d ry fat -f ree 
eont rol skin at. a ll experimental periods. dlC dif-
fercnc·e wao stgnifkant (p < 0.05) only at 4 
hours 1rith J d>l~- wounds (T able I ). RadioactiY-
it l ' of clr~· hli-fn·e ad.irtcent skin was significantly 
g reater (p < 005J than dry fat-free control 
~kin at a ll ex]1crirnenta l periods escrpt for the 4 
lwurs-7 cia.'· experiment a l p eriod (Ta b! I)_ Dry 
fnt -free adjBrent skin raclioucti,-ity ll'as signifi -
cantly grcafer (p < 0.05) than dr1· fat-free 
wound rndioacti1·ity only a t 30 minnte.'l ,\-ith 4 
and 7 dn~- ll'ounds (Table 1) _ 
Significant differen<'e:; (p < 0.05) among ' ' t io-
~ll" w~ trr " radioa cti1•iiiPs of rats gi1·en cortiso l 
(TabiP II) 1\'ith on ]~ - t11·o exec>pt ions occu rred at 
the s"mE' exr<>rimrntal period;;: as significant dif-
fe rcJ tces (p < 0.05) among fresh tissue ra dioae-
t i,ities !Table I)_ Wound. adjacent skin. and 
cont rol ShW "tissue "·ater" mdioactiYities were 
nen·r g reuicr than cornpar.able plasma "tissue 
1\'al.er'' racLoacti1ities (Table II)_ 
Fresh w·otmd radioaf'ti1ity of rat: which re-
c· i1·ed tr_;oi ostcrone was significantly less (p < 
0.05) than fresh eontrol skin radioacti,·ity at all 
experimental periodi! (Table III)_ Bowe,·er , 
fresh adja cent skin radioacti1·i ty 11·as signifi-
cantly le, s (p < 0.05) than fresh cont r ol skin 
radioucti ,-i ty only at 30 rninn tes in rats 11·ith 4 
d:t~· wounds (Table III ). Signifi c·LUl t ly more ( IJ 
< 0.05) rndioacti1ity 11·as present in fresh adja-
rem skin th:m in frPsh wound of animals gi1·en 
tcoto,i erone except for the 30 min,tt es---4 daY ex-
perimental period (Table III)_ 
In ron tr::tst to the abo,-e fresh &sue radioac-
tidties , few differences occnrred among dr~· fat -
TABLE T 
Horli11adirily c.r/r(JI·tn/ from p/as.m a , n m.l rol .... ·kin, U:Oimrl ti.~N tH! a11d Ctd}art' '11 s.kin 
after inlrmnu.'wtda r injf•dion u.f I .1!-3 H -f(Jt/i.~ol 
I l cpm ml or gOl sa.mple. 11.000,000 cpm injected 100 gm body wt o. ,-, r- ft ·r----------------------------------
}:'resh tissue ;~flc r . ;:~~~If cr l 
wnunding injecuon Dry fa..t-frce tissue Plasrr..a 
Wound Adjacent Control Wound Adjacent \ Control 
--~------j-----------------
1 :10min 
1
-!/J ± 29215 ± :J:> 13-t ± 9* 2HJ ±lit (i9\J ± 11/ 952 ± G2 I Wf!!l ± 80* 
I -t L1· 3% ± ~ 1 1 90 ± 21 Iio ± u :m ± ~~·t 5~0 ± 51 n oJ ± ns• 1353 ± 91' 
:30 min I.'Hn ± 40J22n ± 271 15-t ± H* l 21il ± 31 t (i !l ± 07 1 t:i98 ± Ill 1070 ± JOJ*t 
~ 111- ~37 ± 31; 100 ± J-J JJ .J ± 1:1 l 5S ± 1.1*t 320 ± -t:l -t~5 ± 40 .544 ± 4-1* 
:10 mi n 1510 ± 27 15:3 ± 10\ 152 ± 17 24;; ± 42*tJ 50R ± :35 1 5-+4 ± 82 1038 ± 190*t 
1 In e \)7 ± m\ 139 ± ~1 14 ± 33 li ' ± ::;u -+ 17 ± li2 I 510 ± ll-t ti9Y ± 1+5 
* Jli fTerellt<> f ront cntnrol siguificnn\ at p < 0 .05. 
t 1 JifTen•llcP front """""d significtllll at p < 0 .05 . 
T ABL E IT 
( 'u(,.,,fotcd rr!lliuCJ rl£mly per ytn t.li.s:;;ue wafer" f ruw plasm,a. cmtlrol &kin. wound (JJ;sut. and 
(tc~j<Lrelll xhi11 afl r -i·nl ranw.,n,Jar injr<·li<m u.f 1.1!-' If -l'orti.<ol 
30 1ni11 
1 hr 
30 mi u 
4 hr 
30 min 
'l In 
*· t se(• Table f _ 
cpm 'gm ''tissue water'' I ,iJOU ,UOO cpm injected tOO gm body wt 
Plasma 
512 ± 31 
431 ± 35 
5\ll\ ± -l-1 
:~ti7 ± 2 
554 ± 30 
J:n ± 75 
CoaLiol 
:~03 ± 4(i 
2% ± 3[1 
:338 ± -Iii 
158 ± 20 
218 ± 14 
209 ± 31 
Wound .\ djacent 
156 ± !)* :!7-+ ± J3t 
201 ± w~ 40ti ± 30*1 
1!)8 ± 1 ,. ~+4 ± 28t 
150 ± Hl 223 ± 23't 
213 ± 21 320 ± 54* 
20\1 ± -1.5 2-H ± 36 
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free t issue radioact i,·itie of nnim;lls gi1·cn tes-
too terone (Table III) . Ko signifimnt difference$ 
were found between the radioadi Yit~· of d ry 
fat -fre<' wound and drr fat -fret> eontrol skin . 
Dr~· fa t-freP adja cent skin had i!i f(n i fi rantl~· 
e:rl'at t' r (p < 0.05 ) radioaeti,·i ty than dr~ · fa t-
fn·c· rcmtrol ~kin :.!Del dn· fat -frPP wound only at 
both 7 day expPrimcnta l rwriods (Table III). 
Diffo rcnre- among "t is<'uc water" rad ioa <' tiYi-
t i ., of Tats !(in •n t est o-teronc (Table I\' ) were 
,;ignifican( oul~ · a t t he same experimen ta l pe riod~ 
a, fJ'esh i,;i'l te radioa rti,· it ie;; (T~I hie nn . How-
(' \' ('1' . in contmA to the animal,; \Y hirh rt•r·Pin·d 
l'ortisol. "tissue \\·at Pr" radioacti,·i tie;; of c·ontrol 
and adjaeeut ::: kin of rats gi,·en I P,;to~ t crou" wf'n • 
simila r t.o or grC'ater t han pla.•tl:W " ti ; ;:up wntr r '' 
radioarti ,·it ic;: (Table IY ) . 
DI':;CDSSJ O::o; 
l nrmdermal injec tion of croton oil in I he JUP$-
~nt cxperiHwut,;: result N:! in dei't rtJC'tion of t be 
n1.scula r ;,,·sLem in tJ1e wound. It would, thcrr-
fo re. b.-• anticipa.t.ed 1hnt le,;s steroid would ent rr 
''tis.•ue water" of rrcrml ~· indurrd wound.-; t han 
of control or a d,i n ~elll ,:bn . Such a. difference 
"·a;; ob,;C"rH"<i afte r inj pct ion of bot h eortisol and 
iesroel eroLW. Fe1r , ·iabiC' c•clls arc pre.-<cn t in Lhc 
\\·otmd ~h o rtl ~· after intradermal erot on ni I injeC'-
rion. Con,:pqucntly. the amount of the ; tproid.' 
and or 1 hc•ir metabolitr:; in 1 ht' " ·ouud dmiug 
this period is of minimal importan rE' . 
The wouud rrwr!(in i;, of pani culnr import::tnf·e 
in the hralin.e: proc·ess :iittct• mueh eell ular nc·ti\'-
it,· in wound !waling originatr.- iu 1 hi;; li.<; uP. 
Grea ter amount~ of injc·r ted ro r ti ~o l :md or it;; 
m,,·tabol itP,; in th r wouud margin , in r·ompa ri;:on 
io con t ro l ; kin , \YPrt' indle/t t ed b~· t hP fre:'h ti;;-
:'Ue and ralru latrcl "ti,:>ut• \\'H \1'1' .. rad.ion r · ti , · i tie~ 
11 t l and ~ da:' !':-;pr rimrlltal pr ri(ld' and h~· the 
dr~· fat-frN' r3di acti ,·it ir, a t all I'XCC'pt a si n~lr: 
f'xpr rimrntal pl' riod. In c·ontr:l>'t. !(rrat r ra -
di oaeti,· it~ · "'"" nnt olo>rn ·('cl fn r frr;h arl jar·en t 
TABLE Ill 
J.'cu/ipac/ ·in:l!J exlrafleflfrom pla:·mw , ronl rol ski u . v. :<nHl 'l li-"-"H( unrl a riJor C'nl 
.~k i r1 ajtf!r l:ntro..nU i-'"n(!ru i njet'lion of 1 .~~3H . fe .... to."il tl'tltH' 
I 
I rpm l mJ or gm sample l.OOCI,OIIil <.1)m injected ' lOU p:m body wt 
Day s. T ime afler l----- --- ---- ------- ------ - ---
afted iso tope Fresh tissue D ry fat · fr(;c tis:.ue 
""i~ - injec tion Plasma 
Contro l \round Ad jacent Con trol \\'ound Adjacent 
- - - - -1--- - - - -- ----- - - - - - --- - - - - - - ---- -
30 m i l> :l(;.J ± (i2 3-ll ± 5.1 H5 ± 32* :2.)8 ± 27t 12:3-l ± 1\):l 1175 ± ~! 13 1517 ± 
.J hr 2(i ± 37 3fi0 ± +l 1 ~ 8 ± 13* 2:l2 ± 2:l*t 1278 ± H .J Jl()S ± JIJ!) 1:3fi0 ± 
30 min 311 ± :l21 325 ± .J:l 197 ± :l7*1 25g ± 22 ll05 ± 145 8 50 ± l li() 
4 h r :l2.J ± 29 27(i ± :;.J Hl2 ± 5* 2fi1 ± 28t tOHJ ± : ~3 1 Y79 ± 2 :lO rniu I ~85 ± 37[ 301 ± :n 208 ..... 27* 34!! ± 28t 12-10 ± !)1 9 ± II ' I 
1St tO:> :l5 ± ~:3 4 h r 32G ± 17
1 
zn:; ± 17 Hl:l ± 15* ::lOi i ± \)(i.J ± 
1170 ± 
13\1:! ± 
J7:!R ± 
l.J R.J ± 
• t ~ee T ablP I. 
TAI:JLE n · 
Calntlated radioad irily per gm "ti.~:-:t(e wa.ler ·· f row p/a . .'WI U , f't'n lrof . .::; /n~ n . wou nd l i.~·suc nnrl 
aclja,·enl sk i 11 nj ler ; n lra11l>/8cular i n;icclion of 1.2-' 11 l!l.- I<M rmnc 
I 
Time aiter c-pm lgm '' tissue wa ter' '(l ,OOO ,QO() cpm injeded/ 100 rm body' w t Days after iso tope 
wounding Jnject io.n 1'1a.s.m:L Control Wound Ad jacen t 
J I 30 min 3!)5 ± (i7 471 ± 73 ](iii ± :{(;* ~12 ± .>Ot 
21 ~ 
l(i:l 
12:; 
18-l 
J:>.j*j 
7\J*t 
I 
-t hr 2~12 ± 40 .)1 9 ± (i;! 169 ± 15* 2 o ± zs• t 
4 30 m i n 338 ± :l5 461 ± 5\l 256 ±.J . :l32 ± 20 
4 hr 352 ± :H I 380 ± .j(j 2-ll ± 8* 3:3] ± :lS i 
7 30 mi n 527 ± 40 ,111 ± 4(\ 261 ± 3(i* -1·39 ± 38t 
4 hr 2.Jfi ± 18 H O ± 28 25.J ± 1!)* 382 ± 27i 
*· t see T able I. 
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ski 11 or ra leulared ad.iacem skin ''tis.<;ue water" 
I han for corresponding con tTol ,;1.-in r~dioartiYi­
t.i.e.• Ht any experimental period ;tfter tcsto~ter­
one administration. In addi tion. the r3dioaPtiY-
it y prrsf>llt in dry fat.-freP adj>H'Ollt skin of the 
nlt..: gi\-en tt~stm;tf•rone wa~ .~iguiAC'n ntly ~r£'aH·r 
1han r·on trol skin on]~- at both experiment al JH:·-
riod< of thP :tnimali' wi11t 7 da~· olcl \round~. The 
w: tl<'r t'On1Ptll of adja rl'n1 :md eontrol ~k i n did 
Hot differ lwrween roJT('i'])onding g:ronp~ of ra1s 
" ·hif' h rPr0in·d 1 he 2 ~t rroicb. Thu>. it i;: e,·ideni 
th:tr tlwr•• wa;: :t d itfrr<'Jif'l' bf' twr•cn J!w di,-tribu-
t iott oft lw 2 FIC'I"o icJ, in cont rol and nd .iar·('n t $kin. 
Thr- prCJf •Prli<';: of rhe ;:trroid;: rrsponsibk· for rhi, 
difl'r·rr·nr·p i11 di:<trihuti<Jil a nd rhr n·ln t irm of rlw 
ditfPrf'ncP to t ltc· dft·rt.- of lltf' •i Proid .~ on wound 
llf'a ling an• not dear 
\lound healing im·oln·!' :; predominam proc-
"-'-'P~: migr:tt ion nf r•rll" into thf' gn p ldt b.1· tlw 
W<Jund : illen·:"ed mi toti t· rrnr· 10 re]ll: tf'f' rrlhrlnr 
lo-< : and p rodu<"\ ion of nPw r·onn•·r·ti Yf' ti;:sue 
r:!l 1. T hr•; e !l pror-~>:'c.• u<uall1· or·•·ur ,<'quen-
ll:tlh· during hc·aling: of . kin \\"Ottncl- ('21) . 
1-J c•nr ·r•. the PffPc-ts of •ll• roid.• ;uf'lt "" c·ortisol and 
tc·''"' \N one on II"OliUd ltr·nJin_g nwy , -an · "·it h 
1 ltr• >tag!' of hea li ng c> f r he \\"Otlllclo. Cort i~on e 
trr•;t trnrn t 'tart<'() l:u cr th:t n "! dn~·;: nftrr inJii c-
tinn of inei,:ional ,;k iu wou Dcb wa> withon t effc·rt 
o11 tlte wonnd tPJt•ile strrngth ( .5 ). E,·rn rhnugh 
11u· .!!Pill·ra l prO('{''" of IYOUnd ltl'a lin~r is ,;imilitr 
itT<'>) •t·r·r iY e of tllP ngeni •·uu,:ing thf' 11·ou nd 
(:!:21. exa('t <·omp:ui-on bPt\\'f'Pil diJiN ent t~·pp~ 
of <'XfH>rinH•nt:d in.iur~· i ~ diHi<"tt!t. The r ~ults of 
1 Jt i, -tlld)·. huweH·r. do nm indi P:H<' an <tnu;,ua l 
r·mtr·entr";.ll ion of r·o rti:<ol am! 'or it s metabolite.• 
111 t h~ IY0111Hl or ad,ia<'011t ti ·sne a t 1 Jtp 1 daY 
r·otnparcd in -1- d:n· CXJWrimPm al period . It 
ll"OU)d :tppcar. t lwrefore. ihat 3 11\' grenter <'Cnsi-
trl·i t~- to eortiso l durin~ the init ia l ,:tage;: of the 
heal ing- prur·e~' i< likPly from g:rmtr•r ; cnsiti,·i t l" 
of tb f' nl<'l>tbolir proN~'es ar that .•tagl? of lwul-
in~ to rorti"ol and or i1,; lllPt nbolitr:< or to di f-
f(' r!'nccs in t he ;'Trrnid m NaboliH'" in tlw tis.;:ueE. 
'\<• d.i!'tin<'t diff<' rl' rwrs "·ere oh;:r rH:d in r h<' elio-
t ribnt ion of t•', to>teron<' b<'t>'"<'<.>n <'roton oil lc-
;;iow:;. ri soue adjnc·t'tH 1 o tll<' wo11nd ,,nd rant rol 
:.:kin with wound age. 
The dmu of this paJWr arc in a):!:n·e:mrnt ""itb 
an t'arli er n•pr>n ( Hl) . ohCI"·ing- that norma l ru -
t annous 1 i:<st rrs of tb p ra t ltaYe at mo.;:t onh· 
<'light abili ty to eonrentrniP or to s pPrifi ralh· 
ret.ain cortisol :1 11dj or .i t8 mPt aboli te5:. Further-
Ulr>re. there wa~ no indication that rithrr \round 
or ,ld ,i::tc<'!11 ti :'•U~ (·on<·<·l11 rated cortisol and/ or 
its r:netub<Jli1e< ~inr•r th(· <· ,\lruhn ed mdioacti1-it~· 
per gram of wow1d and ad,ia<·('nt " tis~ue \\'R ter' ' 
(Table 111 "·a;: a lwa1·,; :'ignifieuutly Je;;s (p < 
0.01) than t hat of pla;.;ma · 'r i ~:<U(' "·ater··. on-
t rasr in~r J"P<ult.• 11·PrC' obr mned follo\\·in!( testa -
tcrunc injection. C:dculated mdioar·ti1-it_,. of con-
trol >'kin · ·t is~ue W<tt t-r'' wa;.; 11ner signifi cantJ:v 
less (p < 0.05 ) than phsma ··tissue water" 
[Tablf• l\") Hlld W(l~ Slgn ifican t]~- arpat er (p < 
0 .05) -1 hour~ nftt·r i:'nlOJ<f' injcdiml into ra ts 
with 1 and -1- cht_,. wound;. Jn t·itro pPrfusion 
Pxrwrimenr- b~- otlwr im·c;:t igaiors (:2:3) showPd 
t har buma11 dPrmi,.o ha:< a perulin r affinit~· fo r 
t C><t.o;: r prone. Addi t ion,tl <•xpcrinwot;.; a re re-
qu.in·d to determine wlwt hcr certai n components 
of normal skin h;n·c tlw l'Uparity to bind and 10 
conc·em ratP te,:~o;:tNonc and. or i t ~ meta bolites. 
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